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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 

(PCT Article 36 and Rule 70) 



Applicant's or agent's file reference 
KLP/B45226 


See Notification of Transmittal of international 
FOR FURTHER ACTION Preliminary Examination Report (Form PCT/IPEA/416) 


International application No. 
PCT/EP00/09367 


International filing date (day/month/year) 
22/09/2000 


Priority date (day/month/year) 
24/09/1999 


International Patent Classification (IPC) or national classification and IPC 
A61K9/00 


Applicant 

SMITHKLINE BEECHAM BIOLOGICALS S.A. et al. 



1. This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 

2. This REPORT consists of a total of 8 sheets, including this cover sheet. 

□ This report is also accompanied by ANNEXES, i.e. sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of sheets. 



3. This report contains indications relating to the following items: 



Basis of the report 



II 


□ 


III 




IV 


□ 


V 




VI 


□ 


VII 


IS 


VIII 





citations and explanations suporting such statement 



Date of submission of the demand 
20/04/2001 



Date of completion of this report 
17.12.2001 



Name and mailing address of the international 
preliminary examining authority: 
_ — European Patent Office 

D-80298 Munich 
Tel. +49 89 2399 - 0 Tx: 523656 epmu d 

Fax: +49 89 2399 - 4465 



Authorized officer 
Hedegaard, A 

Telephone No. +49 89 2399 8644 




Form PCT/I PEA/409 (cover sheet) (January 1994) 



INTERNATIONAL PRELII 
EXAMINATION REPORT 




iARY 



International application No. PCT/E POO/09367 



I. Basis of the rep rt 

1 . With regard to the elements of the International application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed" 
and are not annexed to this report since they do not contain amendments (Rules 70. 16 and 70. 17)): 
Description, pages: 

1 -49 as originally filed 



2. With regard to the language, ail the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 



Claims, No.: 



1-32 



as originally filed 



Drawings, sheets: 



1/4-4/4 



as originally filed 



Form PCT/IPEA/409 (Boxes l-VIII, Sheet 1) (July 1998) 



INTERNATIONAL PRELII 
EXAMINATION REPORT 




ImRY 



International application No. PCT/E POO/09367 



□ 



the drawings, 



sheets: 



5. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 

6. Additional observations, if necessary: 

111. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

1. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non- 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire international application. 
B claims Nos. 23-26. 



□ the said international application, or the said claims Nos. relate to the following subject matter which does 
not require an international preliminary examination {specify): 



□ the description, claims or drawings {indicate particular elements beloW) or said claims Nos. are so unclear 
that no meaningful opinion could be formed {specify)'. 



□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

□ no international search report has been established for the said claims Nos. . 

2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide 
and/or amino acid sequence listing to comply with the standard provided for in Annex C of the Administrative 
Instructions: 

□ the written form has not been furnished or does not comply with the standard. 

□ the computer readable form has not been furnished or does not comply with the standard. 

V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: Claims 32 



because: 
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No: 



Claims 



1-31 



Inventive step (IS) 



Yes: 
No: 



Claims 
Claims 



1-32 



Industrial applicability (IA) 



Yes: 
No: 



Claims 
Claims 



1-22, 27-32 



2. Citations and explanations 
see separate sheet 



VII. Certain defects in the international application 

The following defects in the form or contents of the international application have been noted: 
see separate sheet 



VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 
see separate sheet 
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R S ction III 

Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicability 

1 . Claims 23-26 relate to subject-matter considered by this Authority to be covered 
by the provisions of Rule 67.1(iv) PCT. Consequently, no opinion will be 
formulated with respect to the industrial applicability of the subject-matter of these 
claims (Article 34(4)(a)(i) PCT). 



Re Section V 

Reasoned statement under Rule 66.2(a)(ii) with regard to novelty, inventive step or 
industrial applicability; citations and explanations supporting such statement 

1 . Reference is made to the following documents: 

D1: WO-A-96 33738 

D2: Derwent publications Ltd., London, GB; Class B04, AN 1998-167654 & 

RU 2 086 232 
D3: WO-A-94 17827 
D4: WO-A-99 52549 

D1 discloses (see claim 1) an influenza virus vaccine formulation comprising an 
immunogenic amount of inactivated influenza virus. In a preferred embodiment, 
the vaccine is packaged in a single dosage for immunization by e.g. intranasal 
administration (see the paragraph bridging pages 22 and 23). 

D2 discloses a composition for intra-nasal prevention based on inactivated 
influenza vaccine. The composition has prolonged action and produces a high 
immune response. 

D3 discloses (see claims 1 , 2 and 5) influenza virus antigen compositions for 
nasal administration comprising non-ionic surfactants. 
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D4 (see example 12) discloses a vaccine formulation for one-dose intranasal 
administration comprising inactivated influenza virus and non-ionic surfactant. On 
page 9, line 15 split influenza virus is disclosed. 

2. The subject-matter of independent claims 1 , 23 and 27 is not novel (Art. 33(2) 
PCT) over D1 and D2, each document taken separately (see above under item 1). 

It is here pointed out that the parameters "international regulatory requirements" in 
claim 1 and "European Union criteria" in claim 23 are too unclear to be used as 
distinguishing features (see below in Section VIII, item 1). 

3. The subject-matter of independent claim 32 is novel since the features "split" and 
"non-ionic surfactant" are not to be found in the documents D1 and D2 (see 
however below under item 5). 

The use of "split vaccines" and "non-ionic surfactants" as defined in claim 32 is 
however well-known to the skilled person working in the field of influenza vaccines 
for nasal administration (see e.g. D3 (claim 1) and the present application, page 5, 
line 28). The skilled person would therefore regard it as a normal design option to 
include these features in the formulations according to D1 and/or D2 thereby 
arriving at a method according to the present claim 32. The subject-matter of 
claim 32 does therefore not appear to involve an inventive step (Article 33(3) 
PCT). 

4. A positive international preliminary report for the subject-matter of the dependent 
claims 2-22, 24-26 and 28-31 can only be established when they refer to 
independent claims which meet the requirements of the PCT. 

5. Although D4 (priority dates 09.04.98 and 25.09.98; filing date 29.03.99 and 
publication date 21.10.99) does not constitute prior art within the meaning of Rule 
64.1(b) PCT, it could become of relevance for novelty in the regional phase since 
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disclosing all the features of present independent claims 1 , 23, 27 and 32. 

No check has been made as to whether the priorities have been validly claimed. 

6. For the assessment of the present claims 23-26 on the question whether they are 
industrially applicable, no unified criteria exist in the PCT Contracting States. The 
patentability can also be dependent upon the formulation of the claims. The EPO, 
for example, does not recognize as industrially applicable the subject-matter of 
claims to the use of a compound in medical treatment, but may allow, however, 
claims to a known compound for first use in medical treatment and the use of such 
a compound for the manufacture of a medicament for a new medical treatment. 



Re Section VII 

Certain defects in the international application 

1 . Contrary to the requirements of Rule 5.1 (a)(ii) PCT, the relevant background art 
disclosed in the documents D1 and D2 is not mentioned in the description, nor are 
these documents identified therein. 



2. The statement "incorporated herein by reference" used throughout the description 
is ambiguous and is not allowed in some national patent legislation (e.g. EPC). 



Re Section VIII 

Certain observations on the international application 

1 . Claims 1-3, 23-25 and 28 do not meet the requirements of Article 6 PCT in that 
the matter for which protection is sought is not clearly defined. The claims attempt 
to define the subject-matter in terms of the result to be achieved which merely 
amounts to a statement of the underlying problem ("generates an immune 
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response which meets international regulatory requirements for influenza 
vaccines" and "achieves the European Union Criteria for seroconversion rate, 
seroprotection rate and seroconversion factor"). The technical features necessary 
for achieving these results should be added. 

Furthermore, the features "international regulatory requirements for influenza 
vaccines" in claims 1 and 28 and " European Union criteria" in claims 2-3 could be 
subject to variations with time and render the definition of the subject-matter of 
these claims unclear (Article 6 PCT). 

2. The word "about", particularly when applied to a range, detracts from the general 
clarity of the claims (Art. 6 PCT). 

3. The term "low" used in claim 1 6 is vague and unclear and leaves the reader in 
doubt as to the meaning of the technical feature to which it refers, thereby ren- 
dering the definition of the subject-matter of said claim unclear (Article 6 PCT). 

4. The abbreviation "3D-MPL" in claims 21 and 22 should be clearly defined (Art. 6 
PCT). 
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From the INTERNATIONAL BUREAU 


PCT 


To: 


(PCT Rule 61.2) 


Commissioner 

US Department of Commerce 
United States Patent and Trademark 
Office PCT 

2011 South Clark Place Room 
CP2/5C24 

Arlington, VA 22202 
ETATS-UNIS D'AMERIQUE 

in its capacity as elected Office 


Date of mailing (day/month/year) 
16 August 2001 (16.08.01) 




International application No. 
PCT/EP00/09367 


Applicant's or agent* s file reference 
KLP/B45226 


International filing date (day/month/year) 
22 September 2000 (22.09.00) 


Priority date (day/month/yea r) 

24 September 1999 (24.09.99) 


Applicant 




FRIEDE, Martin et al 




1. The designated Office is hereby notified of its election made: 


pX] in the demand filed with the International Preliminary Examining Authority on: 


20 April 2001 (20.04.01) 


r] in a notice effecting later election filed with the International Bureau on: 


2. The election | Xj was 




jf | was not 




made before the expiration of 19 months from the priority date or, where Rule 32 applies, within the time limit under 
Rule 32.2(b). 


The International Bureau of WIPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 


Authorized officer 

Juan Cruz 


Facsimile No.: (41-22) 740.14.35 


Telephone No.: (41-22) 338.83.38 


Form PCT/IB/331 (July 1992) 


EP0009367 



Copy for the Elect d Office (EO/US) 
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From the INTERNATIONAL BUREAU 



PCT 

NOTIFICATION OF THE RECORDING 
OF A CHANGE 

(PCT Rule 92bis.1 and 
Administrative Instructions, Section 422) 


To: 

PRIVETT, Kathryn, Louise 
SmithKline Beecham 
Corporate Intellectual Property 
(CN9.25.1) 

980 Great West Road 
Brentford, Middlesex TW8 9GS 
ROYAUME-UNI 


Date of mailing (day/month/year) 
21 February 2002 (21.02.02) 


Applicant's or agent's file reference 
KLP/B45226 


IMPORTANT NOTIFICATION 


International application No. 
PCT/EP00/09367 


International filing date (day/month/year) 

22 September 2000 (22.09.00) 



1. The following indications appeared on record concerning 
| [ the applicant the inventor 



the agent | | the common representative 



Name and Address 

PRIVETT, Kathryn, Louise 
Corporate Intellectual Property 
SmithKline Beecham 
Two New Horizons Court 

Brentford | 
Middlesex TW8 9EP 
United Kingdom 


State of Nationality 


State of Residence 


Telephone No. 

+44 20 8975 2585 


Facsimile No. 

+44 20 8975 6294 


Teleprinter No. 


2. The International Bureau hereby notifies the applicant that the following change has been recorded concerning: 
[ | the person Q^J the name X the address jf^] the nationality |T^] the residence 


Name and Address 

PRIVETT, Kathryn, Louise 
SmithKline Beecham 
Corporate Intellectual Property 
(CN9.25.1) 

980 Great West Road 
Brentford, Middlesex TW8 9GS 
United Kingdom 


State of Nationality 


State of Residence 


Telephone No. 

+44 20 8047 5000 


Facsimile No. 

+44 20 8047 6894 


Teleprinter No. 



3. Further observations, if necessary: 



4. A copy of this notification has been sent to: 
| X| the receiving Office 
|" [ the International Searching Authority 
[ | the International Preliminary Examining Authority 



| | the designated Offices concerned 
| X| the elected Offices concerned 
| | other: 



The International Bureau of W1PO 


Authorized officer 




34, chemin des Colombettes 


Dominique DELMAS 


1211 Geneva 20, Switzerland 


Facsimile No.: (41-22) 740.14.35 


Telephone No.: (41-22) 338.83.38 
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(PCT Article 18 and Rules 43 and 44) 



Applicant's or agenf s file reference 

KLP/B45226 


FOR FURTHER see Notification of Transmittal of International Search Report 

(Form PCT/ISA/220) as well as, where applicable, item 5 below. 
ACTION I 


International application No. 

PCT/EP 00/09367 


International filing date (day/month/year) 

22/09/2000 


(Earliest) Priority Date (day/month/year) j 

24/09/1999 1 


Applicant 

SMITHKLINE BEECHAM BIOLOGICALS S.A. et al . 



This International Search Report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Article 18. A copy is being transmitted to the International Bureau. 

This International Search Report consists of a total of 4 sheets. 

|X| it is also accompanied by a copy of each prior art document cited in this report. 



1 . Basis of the report 

a. With regard to the language, the international search was carried out on the basis of the international application in the 
language in which it was filed, unless otherwise indicated under this item. 



□ 



the international search was carried out on the basis of a translation of the international application furnished to this 
Authority (Rule 23.1(b)). 



b. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search 
was carried out on the basis of the sequence listing : 

| | contained in the international application in written form. 

filed together with the international application in computer readable form. 



□ 
□ 
□ 
□ 

□ 



furnished subsequently to this Authority in written form, 
furnished subsequently to this Authority in computer readble form. 

the statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

the statement that the information recorded in computer readable form is identical to the written sequence listing has been 
furnished 



PH Certain claims were found unsearchable (See Box I). 
| | Unity of invention is lacking (see Box II). 

With regard to the title, 

| | the text is approved as submitted by the applicant. 
|~X~| the text has been established by this Authority to read as follows: 
INTRANASAL INFLUENZA VIRUS VACCINE 



With regard to the abstract, 

[X] the text is approved as submitted by the applicant. 

I I the text has been established, according to Rule 38.2(b), by this Authority as it appears in Box III. The applicant may, 
1 — 1 within one month from the date of mailing of this international search report, submit comments to this Authority. 

The figure of the drawings to be published with the abstract is Figure No. 



| | as suggested by the applicant. |X| None of the figures. 

L J because the applicant failed to suggest a figure. 

because this figure better characterizes the invention. 



Form PCT/ISA/210 (first sheet) (July 1998) 



INTERNATIONAL SEARCH REPORT 



A. CLASSIFICATION OF SUBJECT MATTER 

IPC 7 A61K9/00 



Intej 

pi 



tentorial Application No 

00/09367 



According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

IPC 7 A61K 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practical, search terms used) 

WPI Data, PAJ, EPO-Internal , CHEM ABS Data 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category ° Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



WO 96 33738 A (V0LV0VITZ, FRANKLIN) 
31 October 1996 (1996-10-31) 

claims 1,2,5 
page 22, line 36 -page 23, line 3 

DATABASE WPI 

Section Ch, Week 199815 

Derwent Publications Ltd., London, GB; 

Class B04, AN 1998-167654 

XP002158395 

& RU 2 086 232 A (UFA VACCINES) 
abstract 

-/-- 



1-4, 

12-19, 

23-30 



1-4, 
23-30 



Further documents are listed in the continuation of box C. 
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Patent family members are listed in annex. 



° Special categories of cited documents : 

"A" document defining the general state of the art which is not 
considered to be of particular relevance 

"E" earlier document but published on or after the international 
filing date 

"L" document which may throw doubts on priority claim(s) or 
which is cited to establish the publication date of another 
citation or other special reason (as specified) 

"O" document referring to an oral disclosure, use, exhibition or 
other means 

'P' document published prior to the international filing date but 
later than the priority date claimed 



T later document published after the international filing date 
or priority date and not in conflict with the application but 
cited to understand the principle or theory underlying the 
invention 

'X' document of particular relevance; the claimed invention 
cannot be considered novel or cannot be considered to 
involve an inventive step when the document is taken alone 

•Y" document of particular relevance; the claimed invention 

cannot be considered to involve an inventive step when the 
document is combined with one or more other such docu- 
ments, such combination being obvious to a person skilled 
in the art. 

document member of the same patent family 



Date of the actual completion of the international search 

25 January 2001 


Date of mailing of the international search report 

05/02/2001 


Name and mailing address of the ISA 

European Patent Office, P.B. 5818 Patent laan 2 
NL - 2280 HV Rijswijk 
Tel. (+31-70) 340-2040, Tx. 31 651 epo nl, 
Fax: (+31-70) 340-3016 


Authorized officer 

Ventura Amat, A 



Form F>CT/ISA/210 (second shoot) (Jury 1992) 
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C(Continuatlon) DOCUMENTS CONSIDERED TO BE RELEVANT 



Intentional Application No 

P^gP 00/09367 



Category ° Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



p,x 

P,Y 
P,X 



WO 99 52549 A (SMITHKLINE BEECHAM) 
21 October 1999 (1999-10-21) 

claims 1,2,10,13,23 
page 9, line 1 -page 10, line 31 

WO 00 47222 A (BAXTER) 

17 August 2000 (2000-08-17) 

claim 1 

WO 94 17827 A (LYFJATHROUN) 

18 August 1994 (1994-08-18) 
claims 1,2,4,5 

WO 96 36352 A (MODI, PANKAJ; ET AL.) 
21 November 1996 (1996-11-21) 
claims 1,11 



1-8, 
16-19, 
23-32 
6-11 



1-4, 

12-19, 

23-30 



6-8 



6-11 
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Inforr^^^on patent family members 



m 



Internatloi 



lonal Application No 

P 00/09367 



Patent document 




Publication 


Patent family 




Publication 


cited in search report 




date 


member(s) 




date 


WO 9633738 


A 


31-10-1996 


US 


5976552 


A 


02-11-1999 








AU 


696690 


B 


17-09-1998 








AU 


5631296 


A 


18-11-1996 








AU 


722699 


B 


10-08-2000 








AU 


9715898 


A 


04-03-1999 








CA 


2222283 


A 


31-10-1996 








EP 


0830141 


A 


25-03-1998 


RU 2086232 


A 


10-08-1997 


NONE 








WO 9952549 


A 


21-10-1999 


AU 


3419799 


A 


01-11-1999 








EP 


1069910 


A 


24-01-2001 


WO 0047222 


A 


17-08-2000 


AT 


19499 


A 


15-12-2000 








AU 


2525300 

Im L. -w -w w w 


A 


29-08-2000 


W0 9417827 


A 


18-08-1994 


AT 


195077 


T 


15-08-2000 








AU 


668290 


B 


26-04-1996 








AU 


6106594 


A 


29-08-1994 








CA 


2156084 


A 


18-08-1994 








DE 


69425427 


D 


07-09-2000 








EP 


0682528 


A 


22-11-1995 








ES 


2150982 


T 


16-12-2000 








JP 


9508614 


T 


02-09-1997 








NO 


953182 


A 


12-10-1995 








US 


5942237 


A 


24-08-1999 


W0 9636352 


A 


21-11-1996 


US 


5653987 


A 


05-08-1997 








AU 


5642396 


A 


29-11-1996 








CA 


2210996 


A 


21-11-1996 








EP 


0813421 


A 


29-12-1997 
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From the INTERNATIONAL SEARCHING AUTHORITY 


PCT 

NOTIFICATION OF TRANSMITTAL OF 
1 nt IN 1 tniMA 1 IUNAL obAHUn HtrUH 1 
OR THE DECLARATION 

(PCT Rule 44.1) 


To: 

CORPORATE INTELLECTUAL PROPERTY 

SMITHkline Beecham 

Attn. PRIVETT, Kathryn Louise 

Two New Horizons Court 

Brentford, 

Middlesex TW8 9EP 

UNITED KINGDOM 


Date of mailing 

(day/month/year) 05/02/2001 


Applicants or agent's file reference 

KLP/B45226 


FOR FURTHER ACTION See paragraphs 1 and 4 below 


International application No. 
PCT/EP 00/09367 


International filing date 
(day/month/year) 22/09/2000 


Applicant 

SMITHKLINE BEECHAM BIOLOGICALS S.A. et al . 



1 • [X] The a PP Iicant is hereby notified that the International Search Report has been established and is transmitted herewith. 
Filing of amendments and statement under Article 19: 

The applicant is entitled, if he so wishes, to amend the claims of the International Application (see Rule 46): 

When? The time limit for filing such amendments is normally 2 months from the date of transmittal of the 
International Search Report; however, for more details, see the notes on the accompanying sheet. 

Where? Directly to the International Bureau of WIPO 
34, chemin des Colombettes 
121 1 Geneva 20, Switzerland 
Fascimile No.: (41-22) 740.14.35 

For more detailed instructions, see the notes on the accompanying sheet. 

2. I | The applicant is hereby notified that no International Search Report will be established and that the declaration under 
1 — 1 Article 17(2)(a) to that effect is transmitted herewith. 



3 - (ZD Wlln regard to the protest against payment of (an) additional fee(s) under Rule 40.2, the applicant is notified that: 

I I the protest together with the decision thereon has been transmitted to the International Bureau together with the 
1 — 1 applicant's request to forward the texts of both the protest and the decision thereon to the designated Offices. 

I | no decision has been made yet on the protest; the applicant will be notified as soon as a decision is made. 



4. Further action(s): The applicant is reminded of the following: 

Shortly after 18 months from the priority date, the international application will be published by the International Bureau. 
If the applicant wishes to avoid or postpone publication, a notice of withdrawal of the international application, or of the 
priority claim, must reach the International Bureau as provided in Rules 90£>/s.1 and 906/S.3, respectively, before the 
completion of the technical preparations for international publication. 

Within 19 months from the priority date, a demand for international preliminary examination must be filed if the applicant 
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